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WHAT IS CLAIMED IS : 

1. A composition comprising two appetite suppressants, wherein each 
appetite suppressant is selected from the group consisting of 



5 


(1) 


a 5HT transporter inhibitor; 




(2) 


a NE transporter inhibitor; 




(3) 


a CB-1 antagonist/inverse agonist; 




(4) 


a ghrelin antagonist; 




(5) 


a H3 antagonist/inverse agonist; 


10 


(6) 


a MCH1R antagonist; 




(7) 


a MCH2R agonist/antagonist; 




(8) 


aNPYl antagonist; 




(9) 


a NPY2 agonist; 




(10) 


a NPY4 agonist; 


15 


(11) 


a mGluR5 antagonist; 




(12) 


leptin; 




(13) 


a leptin agonist/modulator; 




(14) 


a leptin derivative; 




(15) 


an opioid antagonist; 


20 


(16) 


an orexin antagonist; 




(17) 


a BRS3 agonist* 




(18) 


a CCK-A agonist* 




(19) 


CNTF; 




(20) 


a CNTF agonist/modulator; 






ci v_-i> ir uciivctLivc, 




(22) 


a 5HT2c agonist; 




(23) 


a Mc4r agonist; 




(24) 


a monoamine reuptake inhibitor; 




(25) 


a serotonin reuptake inhibitor; 


30 


(26) 


a GLP-1 agonist; 




(27) 


axokine; 




(28) 


fenfluramine; 




(29) 


nalmafene; 




(30) 


phentermine; 


35 


(31) 


rimonabant; 
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(32) sibutramine; 

(33) topiramate; and 

(34) phytopharm compound 57; 



and pharmaceutically acceptable salts and esters thereof; 
5 provided that when the first appetite suppressant is a NPY1 antagonist, then the second appetite 
suppressant is not selected from the group consisting of: a MCH1R antagonist, a MCH2R 
antagonist, leptin, a leptin derivative, 5HT2c agonist, a Mc4r agonist, a serotonin reuptake 
inhibitor, and a GLP-1 agonist; 

provided that when the first appetite suppressant is leptin, then the second appetite suppressant is 
10 not selected from the group consisting of: a MCH-1R antagonist, a MCH-2R antagonist, a NPY1 

antagonist, a leptin derivative, 5HT2c agonist, a Mc4r agonist, a serotonin reuptake inhibitor, a 

GLP-1 agonist, a CCK-A agonist, an opioid antagonist, and a monoamine reuptake inhibitor; 

provided that when the first appetite suppressant is a CB-1 antagonist/inverse agonist, then the 

second appetite suppressant is not selected from the group consisting of: an opioid antagonist, a 
15 serotonin reuptake inhibitor, and a monoamine reuptake inhibitor; provided that when the first 

appetite suppressant is an opioid antagonist, then the second appetite suppressant is not a 

serotonin reuptake inhibitor; and 

provided that the appetite suppressants have different biological mechanisms of action. 

20 2. The composition of Claim 1 wherein the appetite suppressant is selected 

from the group consisting of 



30 



25 



35 



(1) a 5HT transporter inhibitor; 

(2) a NE transporter inhibitor; 

(3) a CB-1 antagonist/inverse agonist; 

(4) a ghrelin antagonist; 

(5) a H3 antagonist/inverse agonist; 

(6) a MCH1R antagonist; 

(7) a MCH2R agonist/antagonist; 

(8) a NPY1 antagonist; 

(9) a NPY2 agonist; 

(10) a NPY4 agonist; 

(11) a mGluR5 antagonist; 

(12) an opioid antagonist; 

(13) an orexin antagonist; 

(14) a BRS3 agonist; 
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(15) 


a CCK-A agonist; 


(16) 


CNTF; 


(17) 


a CNTF agonist/modulator; 


(18) 


a CNTF derivative; 


(19) 


a 5HT2c agonist; 


(20) 


a Mc4r agonist; 


(21) 


a monoamine reuptake inhibitor; 


(22) 


a serotonin reuptake inhibitor; 


(23) 


a GLP-1 agonist; 


(24) 


axokine* 


(25) 


fenfluramine; 


(26) 


nalmafene; 


(27) 


phentermine; 


(28) 


rimonabant; 


(29) 


sibutramine; and 


(30) 


topiramate; 



and pharmaceutically acceptable salts and esters thereof; 

provided that when the first appetite suppressant is a NPY1 antagonist, then the second appetite 
suppressant is not selected from the group consisting of: a MCH1R antagonist, a MCH2R 
20 antagonist, 5HT2c agonist, a Mc4r agonist, a serotonin reuptake inhibitor, and a GLP-1 agonist; 
provided that when the first appetite suppressant is a CB-1 antagonist/inverse agonist, then the 
second appetite suppressant is not selected from the group consisting of an opioid antagonist, a 
serotonin reuptake inhibitor, and a monoamine reuptake inhibitor; 

provided that when the first appetite suppressant is an opioid antagonist, then the second appetite 
25 suppressant is not a serotonin reuptake inhibitor; and 

provided that the appetite suppressants have different biological mechanisms of action. 

3. The composition of Claim 2 wherein the first appetite suppressant is a 
Mc4r agonist, and pharmaceutically acceptable salts and esters thereof, and the second appetite 
30 suppressant is selected from the group consisting of 

(1) a MCH1R antagonist; and 

(2) a MCH2R agonist/antagonist; 
and pharmaceutically acceptable salts and esters thereof. 
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4. The composition of Claim 2 wherein the first appetite suppressant is a CB- 
1 antagonist/inverse agonist, and pharmaceutically acceptable salts and esters thereof, and the 
second appetite suppressant is selected from the group consisting of 

(1) a NPY1 antagonist; 
5 (2) a NPY2 agonist; 

(3) a NPY4 agonist; 

(4) a MCH1R antagonist; 

(5) a MCH2R agonist/antagonist; and 

(6) a Mc4r agonist; 

10 and pharmaceutically acceptable salts and esters thereof. 



5. The composition of Claim 1 further comprising a 
pharmaceutically acceptable carrier. 



15 6. A method of treating a subject having a disorder associated with excessive 

food intake comprising administration of a therapeutically effective amount of two appetite 
suppressants selected from the group consisting of 





(1) 


a 5HT transporter inhibitor; 




(2) 


a NE transporter inhibitor; 


20 


(3) 


a CB-1 antagonist/inverse agonist; 




(4) 


a ghrelin antagonist; 




(5) 


a H3 antagonist/inverse agonist; 




(6) 


a MCH1R antagonist; 




(7) 


a MCH2R agonist/antagonist; 


25 


(8) 


a NPY1 antagonist; 




(9) 


a NPY2 agonist; 




(10) 


a NPY4 agonist; 




(11) 


a mGluR5 antagonist; 




(12) 


leptin; 


30 


(13) 


a leptin agonist/modulator; 




(14) 


a leptin derivative; 




(15) 


an opioid antagonist; 




(16) 


an orexin antagonist; 




(17) 


a BRS3 agonist; 


35 


(18) 


a CCK-A agonist; 
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(19) 


CNTF; 


(20) 


a CNTF agonist/modulator; 


(21) 


a CNTF derivative; 


(22) 


a 5HT2c aeonist' 


(23) 


a Mc4r agonist; 


(24) 


a monoamine reuptake inhibitor; 


(25) 


a serotonin reuotake inhibitor* 


(26) 


a GLP-1 agonist; 


(27) 


axokine; 


(28) 


■f p n fl 1 1 ra m i n p * 


(29) 


nalmafene; 


(30) 


phentermine; 


(31) 


rimonabant; 


(32) 


sibutramine; 


(33) 


topiramate; and 


(34) 


phytopharm compound 57; 



and pharmaceutically acceptable salts and esters thereof; 
to a subject in need of such treatment; 

provided that when the first appetite suppressant is a NPY1 antagonist, then the second appetite 
20 suppressant is not selected from the group consisting of: a MCH1R antagonist, a MCH2R 
antagonist, leptin, a leptin derivative, 5HT2c agonist, a Mc4r agonist, a serotonin reuptake 
inhibitor, and a GLP-1 agonist; 

provided that when the first appetite suppressant is leptin, then the second appetite suppressant is 
not selected from the group consisting of: a MCH-1R antagonist, a MCH-2R antagonist, a NPY1 

25 antagonist, a leptin derivative, 5HT2c agonist, a Mc4r agonist, a serotonin reuptake inhibitor, a 
GLP-1 agonist, a CCK-A agonist, an opioid antagonist, and a monoamine reuptake inhibitor; 
provided that when the first appetite suppressant is a CB-1 antagonist/inverse agonist, then the 
second appetite suppressant is not selected from the group consisting of an opioid antagonist, a 
serotonin reuptake inhibitor, and a monoamine reuptake inhibitor; and provided that the appetite 

30 suppressants have different biological mechanisms of action. 

7. The method according to Claim 6 wherein the disorder associated with 
excessive food intake is obesity. 
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8. The method according to Claim 7 wherein the disorder associated with 
excessive food intake is an obesity-related disorder. 

9. The method according to Claim 8 wherein the obesity-related disorder is 
5 selected from: overeating; bulimia; hypertension; diabetes, elevated plasma insulin 

concentrations; insulin resistance; dyslipidemia; hyperlipidemia; endometrial, breast, prostate 
and colon cancer; osteoarthritis; obstructive sleep apnea; cholelithiasis; gallstones; coronary heart 
disease; abnormal heart rhythms; heart arrythmias; myocardial infarction; polycystic ovary 
disease; craniopharyngioma; the Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient 
10 subjects; normal variant short stature; Turner's syndrome; metabolic syndrome; and acute 
lymphoblastic leukemia. 

10. The method according to Claim 9 wherein the obesity-related disorder is 

diabetes. 

15 

11. A composition comprising 

(a) an appetite suppressant selected from the group consisting of 





(1) 


a 5HT transporter inhibitor; 




.(2) 


a NE transporter inhibitor; 


20 


(3) 


a CB-1 antagonist/inverse agonist; 




(4) 


a ghrelin antagonist; 




(5) 


a H3 antagonist/inverse agonist; 




(6) 


a MCH1R antagonist; 




(7) 


a MCH2R agonist/antagonist; 


25 


(8) 


a NPY1 antagonist; 




(9) 


a NPY2 agonist; 




(10) 


a NPY4 agonist; 




(11) 


a mGluR5 antagonist; 




(12) 


leptin; 


30 


(13) 


a leptin derivative; 




(14) 


a leptin agonist/modulator; 




(15) 


an opioid antagonist; 




(16) 


an orexin antagonist; 




(17) 


a BRS3 agonist; 


35 


(18) 


a CCK-A agonist; 
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(19) 


CNTF; 




(20) 


a CNTF agonist/modulator" 






Cl V-'l^l A A UC11 VdLl VC, 






SWT9r aonnict- 






51 "N/Tf*4F 5*OTVriict* 






o rnnTinQmi n** f^iiT^fsilf^ iT"iViil"\it"/vr* 
a. lll\Jll\JalllAil\D ICIAlJLaJVC Ullll U1LUJ , 






a bcruLuiiiii rcuptdjvc lnniDiiur, 










(27} 


axnlcine* 

CtAUIVlllV) 


10 


(28) 


fen fl uram i n e * 

lwl IX 1 111 CXI 1 11 1 lu j 




(29) 


nalmafene; 




(30) 


phentermine; 




(31) 


rimonabant; 




(32) 


sibutramine; 




(33) 


topirarnate; and 




(34) 


phytopharm compound 57; 




and pharmaceutically acceptable salts and esters thereof; and 




(b) a metabolic rate enhancer selected from the group consisting of 




(1) 


an ACC2 inhibitor; 




(2) 


a p3 agonist; 




(3) 


aDGATl inhibitor; 




(4) 


a DGAT2 inhibitor; 




(5) 


a FAS inhibitor; 




(6) 


a PDE inhibitor; 




(7) 


a thyroid hormone (3 agonist; 




(8) 


an UCP-1, 2, or 3 activator; 




(9) 


an acyl -estrogen; 




(10) 


a glucocorticoid antagonist; 




(11) 


an lip HSD-1 inhibitor; 


30 


(12) 


a Mc3r agonist; 




(13) 


aSCD-1; 




(14) 


oleoyl -estrone; 




(15) 


3-[(3,5J-trimethyl-l-adam 
triazolo[4,3-a|azepine; 


35 


(16) 


3-(l-adamantyl)-4-ethyl-5-(ethylthio)-4H-l,2,4-triazole; 
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(17) 3-adamantanyl^,5,6J,8,9J041J23a-decahydro-l,2,4-triazolo[4^3- 
a][ll]annulene; and 

(18) 3-(l-adamantyl)-5-(3,4,5-trimethoxyphenyl)-4-m^ 
and pharmaceutically acceptable salts and esters thereof; 

5 provided that when the metabolic rate enhancer is a (33 agonist, then the appetite suppressant is 
not selected from the group consisting of: a CB-1 antagonist/inverse agonist, a MCH1R 
antagonist, a MCH2R antagonist, leptin, a leptin derivative, a CCK-A agonist, a 5HT2c agonist, 
a Mc4r agonist, a monoamine reuptake inhibitor, a serotonin reuptake inhibitor, and a GLP-1 
agonist; 

10 provided that when the metabolic rate enhancer is a UCP-1, 2 or 3 activator, then the appetite 
suppressant is not selected from the group consisting of: leptin, and a leptin derivative; 
provided that when the metabolic rate enhancer is an 11(3 HSD-1 inhibitor, then the appetite 
suppressant is not selected from the group consisting of: a CB-1 antagonist/inverse agonist, a 
Mc4r agonist, a monoamine reuptake inhibitor, and a serotonin reuptake inhibitor; and 

15 provided that when the appetite suppressant is a monoamine reuptake inhibitor, then the 
metabolic rate enhancer is not a PDE inhibitor. 



12. A composition comprising an appetite suppressant selected from the group 
consisting of: a NPY5 antagonist, and pharmaceutically acceptable salts and esters thereof; and 
20 metabolic rate enhancer selected from the group consisting of: an 11(3 HSD-1 inhibitor, and 
pharmaceutically acceptable salts and esters there. 



25 



13. The composition of Claim 12 further comprising a 
pharmaceutically acceptable carrier. 



14. A method of treating a subject having a disorder associated with excessive 
food intake comprising administration of 

(a) a therapeutically effective amount of an appetite suppressant selected from the group 
consisting of 

30 (1) a 5HT transporter inhibitor; 

(2) a NE transporter inhibitor; 

(3) a CB-1 antagonist/inverse agonist; 

(4) a ghrelin antagonist; 

(5) a H3 antagonist/inverse agonist; 
35 (6) a MCH1R antagonist; 
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\ 1 ) 


a A/Tf^T-T^R apnni^t/antaj?oni^t* 

a iyw~*x x^xv aguiu ou aiiiagujiioij 




VP) 


a T\TP Y 1 antaorvniQt* 

Cl 1>X XX CLl 1 Ld^^lllo L, 




C9i 

\7) 


a NPY9 acmni^t* 






d I>1 x *+ a^umsL, 


c 

J 


( iA ) 


o i-ri f""irl 1 1 1? ^ ontofrnniot* 

a muiujxj dnidgonisi, 




(1Z) 


leptin; 




(U) 


a lepun agonisi/moauiaior, 






d lepun uerivdiive, 




(15) 


an opioid antagonist; 


i n 


(ID) 


dll UICA1I1 dllLdgUIllol, 




V 1 >) 


d JDxvOJ) agOIllbl, 




(\ fi^t 
Uo) 


a v_A_^iv-/\ agonist, 




M Q i 






(ZUJ 


o ^"NTTTh Qonnict/mnrliilfttnr" 

d v^-iN ir dgunibi/niuuuidiui , 


1 c 

i j 


(Zl) 


a v^in ir aenvdiive, 




(zz) 


Driizc agonist, 




(ZJ) 


a lvic'fr agonisi, 






a monodiTiine reupidjvc lnniDiiur, 




(ZD) 


a serotonin reuptake mnioitor, 


on 
zl) 


(20) 


aojLr-i agonist, 




f97^ 
(Z/) 


dAOKine, 




f98 i 
(Z5) 


l eni i uidiiiine , 




(zy) 


naimaiene, 




(30) 


phentermine; 


9^ 
Zj 


(31) 


rimonabant; 




(32) 


sibutramine; 




(33) 


topiramate; and 




(34) 


phytopharm compound 57; 




and pharmaceutically 


acceptable salts and esters thereof; and 


30 


(b) a therapeutically effective amount of a metabolic rate enh; 




consisting of 






(1) 


an ACC2 inhibitor; 




(2) 


a p3 agonist; 




(3) 


aDGATl inhibitor; 


35 


(4) 


a DGAT2 inhibitor; 



-77- 



(5) a FAS inhibitor; 

(6) a PDE inhibitor; 

(7) a thyroid hormone (3 agonist; 

(8) an UCP-1, 2, or 3 activator; 

(9) an acyl -estrogen; 

(10) a glucocorticoid antagonist; 

(1 1) an 1 IP HSD-1 inhibitor; 

(12) a Mc3r agonist; 

(13) aSCD-1; 

(14) oleoyl-estrone; 

(15) 3-[(3,5 J-trimethyl-l-adamantyl)methyl]-6J,8,9-tetrahydro-5//-[l,2,4^ 
triazolo[4,3-a]azepine; 

(16) 3-(l-adamantyl)-4-ethyl-5-(ethylthio)-4H-l,2,4-triazole; 

(17) 3-adamantanyl-4,5,6J,8,9J0ai,12,3a-decahydro-l,2,4-triazolo[4,3- 
a][ll]annulene; and 

(18) 3<l-adamantyl)-5-(3,4,5-trimethoxyphenyl)^-methyl-4H-l,2,4-triazole; 
and pharmaceutically acceptable salts and esters tliereof ; 

to a subject in need of such treatment; 

provided that when the metabolic rate enhancer is a (33 agonist, then the appetite suppressant is 
not selected from the group consisting of: a CB-1 antagonist/inverse agonist, a MCH1R 
antagonist, a MCH2R antagonist, leptin, a leptin derivative, a CCK-A agonist, a 5HT2c agonist, 
a Mc4r agonist, a monoamine reuptake inhibitor, a serotonin reuptake inhibitor, and a GLP-1 
agonist; 

provided that when the metabolic rate enhancer is a UCP-1, 2 or 3 activator, then the appetite 
suppressant is not selected from the group consisting of: leptin, and a leptin derivative; 
provided that when the metabolic rate enhancer is an 11(3 HSD-1 inhibitor, then the appetite 
suppressant is not selected from the group consisting of: a CB-1 antagonist/inverse agonist, a 
Mc4r agonist, a monoamine reuptake inhibitor, and a serotonin reuptake inhibitor; and 
provided that when the appetite suppressant is a monoamine reuptake inhibitor, then the 
metabolic rate enhancer is not a PDE inhibitor. 

15. The method according to Claim 14 wherein the disorder associated with 
excessive food intake is obesity. 



-78- 



21151 



16. The method according to Claim 15 wherein the disorder associated with 
excessive food intake is an obesity-related disorder. 

17. The method according to Claim 16 wherein the obesity-related disorder is 
5 selected from: overeating; bulimia; hypertension; diabetes, elevated plasma insulin 

concentrations; insulin resistance; dyslipidemia; hyperlipidemia; endometrial, breast, prostate 
and colon cancer; osteoarthritis; obstructive sleep apnea; cholelithiasis; gallstones; coronary heart 
disease; abnormal heart rhythms; heart arrythmias; myocardial infarction; polycystic ovary 
disease; craniopharyngioma; the Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient 
10 subjects; normal variant short stature; Turner's syndrome; metabolic syndrome; and acute 
lymphoblastic leukemia. 

18. The method according to Claim 17 wherein the obesity-related 
disorder is diabetes. 

15 

19. A composition comprising 

(a) an appetite suppressant selected from the group consisting of 





(1) 


a 5HT transporter inhibitor; 




(2) 


a NE transporter inhibitor; 


20 


(3) 


aCB-1 antagonist/inverse agonist; 




(4) 


a ghrelin antagonist; 




(5) 


a H3 antagonist/inverse agonist; 




(6) 


a MCH1R antagonist; 




(7) 


a MCH2R agonist/antagonist; 


25 


(8) 


aNPYl antagonist; 




(9) 


a NPY2 agonist; 




(10) 


a NPY4 agonist; 




(11) 


a mGIuR5 antagonist; 




(12) 


leptin; 


30 


(13) 


a leptin agonist/modulator; 




(14) 


a leptin derivative; 




(15) 


an opioid antagonist; 




(16) 


an orexin antagonist; 




(17) 


a BRS3 agonist; 


35 


(18) 


a CCK-A agonist; 
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10 





i^iN i r , 




d V^IX IT aglJIllau IIll/U-UlalAJl , 


(21) 


a ljn iJr aenvative, 


(22) 


a jriizc agonist, 


(23) 


a Mc4r agonist; 


(24) 


a monoamine reuptake inhibitor; 


(25) 


a serotonin reuptake inhibitor; 


(20) 


a GLP-1 agonist; 


(2/) 


axoKine, 


(28) 


ieniluramine; 


(29) 


nalmafene; 


(30) 


phentermine; 


(31) 


rimonabant; 


(32) 


sibutramine; 


(33) 


topiramate; and 


(34) 


phytopharm compound 57; 



15 

and pharmaceutically acceptable salts and esters thereof; and 
(b) a nutrient absorption inhibitor selected from the group consisting of 
(1) a lipase inhibitor; 
20 (2) a fatty acid transporter inhibitor; 

(3) a dicarboxylate transporter inhibitor; 

(4) a glucose transporter inhibitor; 

(5) a phosphate transporter inhibitor; and 

(6) orlistat; 

25 and pharmaceutically acceptable salts and esters thereof; 

provided that when the appetite suppressant is a monoamine reuptake inhibitor, then the nutrient 
absorption inhibitor is not a lipase inhibitor. 

20. The composition of Claim 19 further comprising a pharmaceutically 
30 acceptable carrier. 

21. A method of treating a subject having a disorder associated with excessive 
food intake comprising administration of 

(a) a therapeutically effective amount of an appetite suppressant selected from the group 
35 consisting of 
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10 



15 



20 



25 



30 





d Jfii li ai ii>pui lci iiimuiuji , 


( z ) 


a l>£-» LJ alli>piJl LCI 1 1 11 11 uiujjl, 


(X\ 
wJ 


i> 1 oritQ orvnt ct/i nvprcp o owni ct • 
a v_,J_>- 1 allLagvrlllal/lIJ vcioC aguuial, 


(A\ 
V+) 


a gnreiin antagonist, 


\P) 


a xij antagonist/ inverse agonist, 


(P) 


a ivjA^riirv antagonist, 


(') 


r\ TV /ft , LlOD nnnMirf /nnf nnAmct' 

a Jviv^rizK agonist/antagonist, 


(p) 


a iSr x i antagonist. 




o 7VTDV0 orrrvni ot* 

a iMx i z- agonist, 




a iNx i *♦ agonist, 




a moiujxD antagonist, 


(12) 


leptin; 


(1J) 


a leptin agonist/mouuiaior, 


(1 4 ) 


a leptin uenvative, 


(15) 


an opioid antagonist; 




of* ni*pvm onto <T/™\Tn of"* 

an orcxin antagonist, 


(i ') 


a jjiVk3j agonist, 


(15) 


a \^t^iv-/\ agonist, 


(iy) 




(2U) 


a cjn ir agonist/moaujator, 


(21) 


a ClN ir 1 derivative, 


(22) 


a 5H12c agonist; 


(23) 


a Mc4r agonist; 


(24) 


a monoamine reuptake inhibitor; 


(25) 


a serotonin reuptake inhibitor; 


(20) 


auLr-i agonist, 


(2/ J 


axoKine, 


(28) 


ieniluramine; 


(29) 


nalmafene; 


(30) 


phentermine; 


(31) 


rimonabant; 


(32) 


sibutramine; 


(33) 


topiramate; and 


(34) 


phytopharm compound 57; 



35 and pharmaceutically acceptable salts and esters thereof; and 
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(b) a therapeutically effective amount of a nutrient absorption inhibitor 
selected from the group consisting of 

(1) a lipase inhibitor; 

(2) a fatty acid transporter inhibitor; 

5 (3) a dicarboxylate transporter inhibitor; 

(4) a glucose transporter inhibitor; 

(5) a phosphate transporter inhibitor; and 

(6) orlistat; 

and pharmaceutical^ acceptable salts and esters thereof; 
10 to a subject in need of such treatment; 

provided that when the appetite suppressant is a monoamine reuptake inhibitor, then the nutrient 
absorption inhibitor is not a lipase inhibitor. 

22. The method according to Claim 21 wherein the disorder associated with 
15 excessive food intake is obesity. 

23. The method according to Claim 22 wherein the disorder associated with 
excessive food intake is an obesity-related disorder. 

20 24. The method according to Claim 23 wherein the obesity-related disorder is 

selected from: overeating; bulimia; hypertension; diabetes, elevated plasma insulin 
concentrations; insulin resistance; dyslipidemia; hyperlipidemia; endometrial, breast, prostate 
and colon cancer; osteoarthritis; obstructive sleep apnea; cholelithiasis; gallstones; coronary heart 
disease; abnormal heart rhythms; heart arrythmias; myocardial infarction; polycystic ovary 

25 disease; craniopharyngioma; the Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient 
subjects; normal variant short stature; Turner's syndrome; metabolic syndrome; and acute 
lymphoblastic leukemia. 

25. The method according to Claim 24 wherein the obesity-related disorder is 

30 diabetes. 

26. A composition comprising two metabolic rate enhancers, wherein each 
metabolic rate enhancer is selected from the group consisting of 

(1) an ACC2 inhibitor; 
35 (2) a P3 agonist; 
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(3) aDGATl inhibitor; 

(4) a DGAT2 inhibitor; 

(5) a FAS inhibitor; 

(6) a PDE inhibitor; 

5 (7) a thyroid hormone P agonist; 

(8) an UCP-1, 2, or 3 activator; 

(9) an acyl-estrogen; 

(10) a glucocorticoid antagonist; 

(11) an IIP HSD-1 inhibitor; 
10 (12) a Mc3r agonist; 

(13) aSCD-1; 

( 14) oleoyl-estrone; 

(15) 3-[(3,5J-trimethyl-l-adamantyl)methyl^ 
triazolo[4,3-a]azepine; 

15 (16) 3>(l-adamantyl)-4-ethyl-5-(ethylthio)-4H-l,2,4-triazole; 

(17) 3-adamantanyl-4,5,6J,8,9J041,12,3a-decahydro-l > 2,4-triazolo[4,3- 
a][ll]annulene; and 

(18) 3-(l-adamantyl)-5^3,4,5-trimethoxyphenyl)-4-methyl-4H-l,2,4-triazole 
and pharmaceutical^ acceptable salts and esters thereof; 

20 provided that when the first metabolic rate enhancer is an 1 IP HSD-1 inhibitor, then the second 
metabolic rate enhancer is not a p3 agonist; and 

provided that the metabolic rate enhancers have different biological mechanisms of action. 

27. The composition of Claim 26 further comprising a pharmaceutical^ 
25 acceptable carrier. 

28. A method of treating a subject having a disorder associated with excessive 
food intake comprising administration of a therapeutically effective amount of two metabolic rate 
enhancers selected from the group consisting of 

30 ( 1 ) an ACC2 inhibitor; 

(2) a P3 agonist; 

(3) a DGAT1 inhibitor; 

(4) a DGAT2 inhibitor; 

(5) a FAS inhibitor; 
35 (6) a PDE inhibitor; 
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(7) a thyroid hormone P agonist; 

(8) an UCP- 1 , 2, or 3 activator; 

(9) an acyl-estrogen; 

(10) a glucocorticoid antagonist; 

(1 1) an lip HSD-1 inhibitor; 

(12) a Mc3r agonist; 

(13) aSCD-1; 

(14) oleoyl-estrone ; 

(15) 3-[(3,5J-trimethyl-l-adamantyl)m^ 
tri azolo [4 , 3 -a] azepin e ; 

( 1 6) 3-( 1 -adamantyl)-4-ethyl-5-(ethylthio)-4H- 1 ,2,4-triazole; 

(17) 3-adamantanyl-4,5,6,7,8,9,10,ll,12,3a-decahydro-l,2,4-triazolo[4,3- 
a][ll]annulene; and 

( 1 8) 3-(l -adamantyl)-5-(3,4,5-trimethoxyphenyl)-4-methyl-4H-l ,2,4-triazole; 
and pharmaceutically acceptable salts and esters thereof; 
to a subject in need of such treatment; 

provided that when the first metabolic rate enhancer is an 1 IP HSD-1 inhibitor, then the second 
metabolic rate enhancer is not a P3 agonist; and 

provided that the metabolic rate enhancers have different biological mechanisms of action. 

29. The method according to Claim 28 wherein the disorder associated with 
excessive food intake is obesity. 

30. The method according to Claim 29 wherein the disorder associated with 
25 excessive food intake is an obesity-related disorder. 

3 1 . The method according to Claim 30 wherein the obesity-related disorder is 
selected from: overeating; bulimia; hypertension; diabetes, elevated plasma insulin 
concentrations; insulin resistance; dyslipidemia; hyperlipidemia; endometrial, breast, prostate 

30 and colon cancer; osteoarthritis; obstructive sleep apnea; cholelithiasis; gallstones; coronary heart 
disease; abnormal heart rhythms; heart arrythmias; myocardial infarction; polycystic ovary 
disease; craniopharyngioma; the Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient 
subjects; normal variant short stature; Turner's syndrome; metabolic syndrome; and acute 
lymphoblastic leukemia. 

35 
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32. The method according to Claim 31 wherein the obesity-related 
disorder is diabetes. 



33. A composition comprising a metabolic rate enhancer, and . 
pharmaceutically acceptable salts and esters thereof, and a nutrient absorption inhibitor, and 
pharmaceutically acceptable salts and esters thereof. 



34. The composition of Claim 33 comprising 

(a) a metabolic rate enhancer selected from the group consisting of 

(1) an ACC2 inhibitor; 

(2) a P3 agonist; 

(3) a DGAT1 inhibitor; 

(4) a DGAT2 inhibitor; 

(5) a FAS inhibitor; 

(6) a PDE inhibitor; 

(7) a thyroid hormone p agonist; 

(8) an UCP- 1 , 2, or 3 activator; 

(9) an acyl-estrogen; 

(10) a glucocorticoid antagonist; 

(11) an 1 lp HSD-1 inhibitor; 

(12) a Mc3r agonist; 

(13) aSCD-1; 

(14) oleoyl -estrone ; 

(15) 3-[(3,5,7-trimethyl-l-adamantyl)methyl]-6,7,8,9-tetrahydro-5//-[l,2,4] 
tri azolo [4 , 3 -a] azepi ne ; 

(16) 3-(l-adamantyl)-4-ethyl-5-(ethylthio)-4H-l,2,4-triazole; 

(17) 3-adamantanyl-4,5,6,7,8,9,10,ll,12,3a-decahydro-l,2,4-triazolo[4,3- 
a][ll]annulene; and 

( 1 8) 3-(l -adamantyl>5-(3 ,4,5-trimethoxyphenyl)-4-methyl-4H- 1 ,2,4-triazole; 
and pharmaceutically acceptable salts and esters thereof; and 

(b) a nutrient absorption inhibitor selected from the group consisting of 

(1) a lipase inhibitor; 

(2) a fatty acid transporter inhibitor; 

(3) a dicarboxylate transporter inhibitor; 

(4) a glucose transporter inhibitor; 



-85- 



21151 



(5) a phosphate transporter inhibitor; and 

(6) orlistat; 

and pharmaceutical^ acceptable salts and esters thereof. 

5 35. The composition of Claim 34 further comprising a pharmaceutical^ 

acceptable carrier. 

36. A method of treating a subject having a disorder associated with excessive 
food intake comprising administration of 
10 (a) a therapeutically effective amount of a metabolic rate enhancer selected from the group 
consisting of 

( 1 ) an ACC2 inhibitor; 

(2) a p3 agonist; 

(3) a DGAT1 inhibitor; 
15 (4) a DGAT2 inhibitor; 

(5) a FAS inhibitor; 

(6) a PDE inhibitor; 

(7) a thyroid hormone (3 agonist; 

(8) an UCP-1, 2, or 3 activator; 
20 (9) an acyl-estrogen; 

(10) a glucocorticoid antagonist; 

(11) an lip HSD-1 inhibitor; 

(12) a Mc3r agoni st; 

(13) aSCD-1; 

25 (14) oleoyl -estrone ; 

(15) 3-[(3,5,7-trimethyl-l-adamantyl)methyl]-6,7,8,9-tetrahydro-5H-[l,2,4] 
triazolo[4,3-a|azepine; 

(16) 3-(l-adamantyl)-4-ethyl-5-(ethylthio)-4H-l,2,4-triazole; 

(17) 3-adamantanyl-4,5,6J,8,9,10,ll,123a-decahydro-l,2,4-triazolo[4,3- 
30 a] [ 1 1 ] annulene ; and 

(18) 3-(l-adamantyl)-5-(3,4,5-trimethoxyphenyl)-4-methyl-4H-l,2,4-triazole; 
and pharmaceutically acceptable salts and esters thereof; and 

(b) a therapeutically effective amount of a nutrient absorption inhibitor selected from the group 
consisting of 
35 (1) a lipase inhibitor; 
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(2) a fatty acid transporter inhibitor; 

(3) a dicarboxylate transporter inhibitor; 

(4) a glucose transporter inhibitor; 

(5) a phosphate transporter inhibitor; and 

(6) orlistat; 

and pharmaceutical^ acceptable salts and esters thereof; 
to a subject in need of such treatment. 



37. The method according to Claim 36 wherein the disorder associated with 
10 excessive food intake is obesity. 

38. The method according to Claim 37 wherein the disorder associated with 
excessive food intake is an obesity-related disorder. 



15 39. The method according to Claim 38 wherein the obesity-related disorder is 

selected from: overeating; bulimia; hypertension; diabetes, elevated plasma insulin 
concentrations; insulin resistance; dyslipidemia; hyperlipidemia; endometrial, breast, prostate 
and colon cancer; osteoarthritis; obstructive sleep apnea; cholelithiasis; gallstones; coronary heart 
disease; abnormal heart rhythms; heart arrythmias; myocardial infarction; polycystic ovary 

20 disease; craniopharyngioma; the Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient 
subjects; normal variant short stature; Turner's syndrome; metabolic syndrome; and acute 
lymphoblastic leukemia. 



40. The method according to Claim 39 wherein the obesity-related 
25 di sorder i s di abetes . 



30 



41. A composition comprising two nutrient absorption inhibitors, and 
pharmaceutically acceptable salts and esters thereof, provided that the nutrient absorption 
inhibitors have different biological mechanisms of action. 



42. The composition of Claim 41, wherein each nutrient absorption inhibitor 
is selected from the group consisting of 

(1) a lipase inhibitor; 

(2) a fatty acid transporter inhibitor; 

35 (3) a dicarboxylate transporter inhibitor; 
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(4) a glucose transporter inhibitor; 

(5) a phosphate transporter inhibitor; and 

(6) orlistat; 

and pharmaceutical^ acceptable salts and esters thereof; 
5 provided that the nutrient absorption inhibitors have different biological mechanisms of action. 

43. The composition of Claim 42 further comprising a pharmaceutical^ 
acceptable carrier. 

44. A method of treating a subject having a disorder associated with excessive 
food intake comprising administration of a therapeutically effective amount of two nutrient 
absorption inhibitors selected from the group consisting of 

( 1 ) a lipase inhibitor; 

(2) a fatty acid transporter inhibitor; 

(3) a dicarboxylate transporter inhibitor; 

(4) a glucose transporter inhibitor; 

(5) a phosphate transporter inhibitor; and 

(6) orlistat; 
and pharmaceutical^ acceptable salts and esters thereof; 
to a subject in need of such treatment; 

provided that the nutrient absorption inhibitors have different biological mechanisms of action. 

45. The method according to Claim 44 wherein the disorder associated with 
excessive food intake is obesity. 

25 

46. The method according to Claim 45 wherein the disorder associated with 
excessive food intake is an obesity-related disorder. 

47. The method according to Claim 46 wherein the obesity-related disorder is 
30 selected from: overeating; bulimia; hypertension; diabetes, elevated plasma insulin 

concentrations; insulin resistance; dyslipidemia; hyperlipidemia; endometrial, breast, prostate 
and colon cancer; osteoarthritis; obstructive sleep apnea; cholelithiasis; gallstones; coronary heart 
disease; abnormal heart rhythms; heart arrythmias; myocardial infarction; polycystic ovary 
disease; craniopharyngioma; the Prader-Willi Syndrome; Frohlich's syndrome; GH-deficient 
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subjects; normal variant short stature; Turner's syndrome; metabolic syndrome; and acute 
lymphoblastic leukemia. 

48. The method according to Claim 47 wherein the obesity-related disorder 

diabetes. 
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